° T AVAILABLE Cr^ 

II. RESPONSE TO OFFICE ACTION 

A. Status of the Claims 

Claims 30-47 were pending and rejected in the Office Action mailed July 22, 2004 
("Action"). Claims 30, 31 and 41 are amended. Claims 48-49 have been added. Support for the 
amendments can be found in the Specification at least at page 99, line 30 to page 100, line 4 and 
in the originally filed claims. Therefore, no new matter has been added. Claims 30-49 are 
pending in this case. 

B. Priority 

Applicants erroneously disclaimed all priority in the previous response. With this RCE, 
Applicants claim the benefit to co-pending application Ser. No. 09/203,078 under 35 U.S.C. § 
120. 

C. IDS 

Because Applicants are again claiming priority to Serial No. 09/203,078, they 
respectfully request that the SIDS filed on April 2, 2004 be reconsidered. A copy is provided. 
Also, a copy of Kraft et al (CI 03) is included. Consideration of this reference is kindly 
requested. 

Applicants also respectfully request that the Examiner kindly indicate on the record 
whether reference B8 listed in the IDS filed on August 22, 2001 was considered. In the initialed 
copy of that IDS that was sent to the Applicants with the Office Action mailed October 3, 2003, 
it is not clear whether this reference was considered. A copy of the initialed IDS is included for 
the Examiner's convenience. 
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D. Double Patenting Rejection 

The Action rejects claims 30-43 under the judicially created doctrine of obviousness-type 
double patenting as being unpatentable over claims 70-104 of U.S. Patent 6,726,907 (the '907 
patent) in view of U.S. Patent 5,553,309 (March). The earlier Office Action contends that the 
claims in the '907 patent differ from the instant claim by not reciting a total number of virus 
particles in the range of 5 x 10 14 to 1 x 10 18 . It argues that March teaches administering 10 14 pfu 
of adenovirus to a host (col. 6, lines 50-52). It concludes that the stock of adenovirus was 
obvious. Applicants respectfully traverse this rejection. 

Applicants assumed the rejection is referring to issued claims 1-35 in the '907 patent. As 
acknowledged by the Examiner, these issued claims do not recite a total number of virus 
particles as indicated in the present application. The present application relates to the invention 
of "very large quantities of adenovirus particles [that] can be produced using the processes of the 
present invention." Specification at page 4, lines 11-13. Applicants contend that the claims in the 
present application are patentably distinct for this reason. 

March does not show how one could achieve an adenovirus composition of that scale. 
March does not concern production methods for adenovirus and provides no teaching regarding 
how one would achieve 10 14 pfu of adenovirus. The claims of the '907 patent do not indicate this 
as well. Applicants point out that with a double patenting rejection, only the claims of the '907 
application are used for the rejection. MPEP § 804. III. ("One significant difference is that a 
double patenting rejection must rely on a comparison with the claims in an issued patent or to be 
issued patent, whereas an obviousness rejection based on the same patent under 35 U.S.C. 
102(e)/l 03(a) relies on a comparison with what is disclosed (whether or not claimed ) in the 
issued or to be issued patent."). Consequently, there is no evidence of a reasonable expectation of 
success at achieving the claimed invention. No evidence is provided that the skilled artisan 
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would know or be able to achieve the claimed invention based on March or the claims of the 
'907 patent. For this reason, the claims in the present application are patentably distinct from the 
claims in the '907 patent. Applicants respectfully request this rejection be withdrawn. 

Nonetheless, in the interests of expediting prosecution, Applicants are submitting a 
terminal disclaimer, which should render the rejection moot. Applicants note that submission of 
a terminal disclaimer is not an admission of nonobviousness. 

E. Claims Are Not Anticipated by Inventors' PCT Application 

The present application claims priority to Serial No. 09/203,078, which was filed on 
December 1, 1998. Therefore, the rejection of the claims over Zhang et al. (WO 00/32734), 
which is the PCT publication related to the priority document, is rendered moot. 

F. Claims 30-40 Are Not Anticipated or Rendered Obvious by Condon et al. 
The Action rejects claims 30-40 as anticipated or render obvious over Condon et al (U.S. 

Patent No 6,168,944) ("Condon") because it states there are reasons to believe that the 
composition disclosed in Condon meets at least the particle/PFU element and the BSA element 
of the claims. Applicants respectfully traverse this rejection. 

For a reference to anticipate a claimed invention, it must teach every element of the 
claimed invention. Verdegaal Bros, v. Union Oil Co, of California, 814 F.2d 628, 631, 2 
U.S.P.Q.2d 1051, 1053 (Fed. Cir. 1987). 

Claim 30 states, "A recombinant adenovirus composition comprising between 5 x 10 14 
and 1 x 10 18 viral particles and having less than 50 ng of BSA per 1 x 10 12 viral particles." 

Condon does not teach a purified adenoviral composition with less than 50 ng of BSA per 
1 x 10 12 viral particles. 
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Contrary to the Action's contentions on page 5, the product disclosed by Condon does 
not reasonably appear the same as, or similar to, the claimed product. The Action relies on In re 
Best, 562 F.2d 1252, 1255, 195 U.S.P.Q. 430, 433-34 (CCPA 1977). However, it is not 
appropriate in the present case to place the burden on the patent owner to show that Condon does 
not teach the same product because the product of Condon was not "produced by identical or 
substantially identical processes" as compared to the claimed product. The Action cites the 
Condon patent as showing that cells were rapidly washed to remove serum in step (i) at col. 8, 
lines 1-15. However, Condon teaches several sentences later that "in step (vi) above the phrase 
'rapidly neutralizing the trypsin by adding serum' means adding the appropriate column of 
serum at a rate of 1-3 liters per minute, preferably about 2 liters per minute." Condon at col. 8, 
lines 23-27 (emphasis added). Thus, to the extent that the Action relies on step (i) to achieve the 
BSA limitation of the claim, the consequences of this step appear to be nullified by subsequent 
step (vi). 

Therefore, the Action has not demonstrated on this record that Condon was produced by 
a comparable method. Consequently, it is inappropriate to invoke In re Best and shift the burden 
of proof to Applicants. 

The other rejected claims (claims 31-40) are multiply dependent, directly or indirectly, on 
claims 30 or 41. Claim 41 has not been rejected and consequently, because claim 30 is not 
anticipated or rendered obvious by Condon, these other claims are not anticipated or obvious for 
the same reasons. 

Moreover, claim 31 recites a composition "having between about 50 pg and 10 ng of 
contaminating human DNA per 1 x 10 12 viral particles . . . ." Claim 41, which was not rejected, 
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also recites a composition "having between about 50 pg and 10 ng of contaminating human DNA 
per 1 x 10 12 viral particles." Accordingly, the recited element in claim 31 is free of the prior art. 

Elements of claims 30, 31 and 43 are not taught by Condon. Consequently, this reference 
can neither anticipate nor render obvious these claims. Moreover, the remaining claims are 
dependent from one of these claims and thus, they also are not anticipated or obvious over 
Condon. Applicants respectfully request this rejection be withdrawn. 

G. Claim 43 Is Not Obvious over Condon in view of Shabram or Huyghe 

The Action rejects claim 43 as obvious over Condon in view of Shabram (WO 96/27677) 
or Huyghe et al (C44) (""Huyghe paper") for the reasons specified in the Office Action mailed 
October 3, 2003 ("2003 Action"). While it acknowledges that Condon does not teach a highly 
purified virus preparation, it contends that Condon teaches a large scale adenovirus preparation. 
It alleges that purification of Condon's batch by the chromatography method of the Huyghe 
paper would result in a batch meeting the purity requirements of the claim. It further argues that 
the skilled artisan would have been motivated to combine the references with a reasonable 
expectation of success because both share the ultimate goal of producing recombinant virus 
suitable for gene therapy. Applicants respectfully traverse this rejection. No reason is provided 
why the combination of Condon and Shabram renders claim 43 obvious, and therefore, a proper 
prima facie case has not been made. 

Claim 43 depends from either claim 30 or claim 41, which both are directed to a 
recombinant adenovirus composition having between 5 x 10 14 and 1 x 10 18 viral particles. Claim 
30 additionally indicates the composition has "less than 50 ng of BSA per 1 x 10 12 viral 
particles." Claim 41 also indicates the composition has "between about 50 pg and 10 ng of 
contaminating human DNA per 1 x 10 12 viral particles." 
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As discussed in the previous section, Condon does not teach the limitations in claim 30 
and claim 41 was not rejected over Condon. Therefore, all of the elements recited in claim 43 
have not been met because this claim depends from either claim 30 or 41. A proper prima facie 
case of obviousness requires that the combination of references teach each element of the 
rejected claim. The Huyghe paper does not address this defect. In the 2003 Action, the Examiner 

12 

indicated that claim 40, which was directed to "between about 5 ng and 40 ng BSA per 1 x 10 
viral particles," was not rejected over the Huyghe paper. Claim 30 has a similar limitation. 
Therefore, because the combination of references does not teach the elements of either claim 30 
or claim 41, from which claim 43 depends, the elements of claim 43 are also not taught. 
Consequently, this claim is not obvious and Applicants respectfully request this rejection be 
withdrawn on this basis. 

H. Claim 30, 31, 34, 36, and 43 Are Not Obvious over Either Huyghe Reference 

The Action rejects claims 30, 31, 34, 36, and 43 under 35 U.S.C. § 103(a) over the 
Huyghe paper or Huyghe et al (WO 96/27677). It contends that the reference teaches a highly 
purified adenovirus composition that has less than 1,000 to 10,000-fold less virus than the 
claimed invention. Applicants respectfully traverse this rejection. 

Claim 40 was not rejected over the Huyghe references. A purity limitation consistent with 
the recitation of claim 40 is indicated in the present claims. Claim 40 recites "between about 5 ng 
and 40 ng BSA per 1 x 10 12 viral particles." Rejected claim 30 indicates the composition has 
"less than 50 ng of BSA per 1 x 10 12 viral particles," and thus, Applicants contend that claim 30 
is patentable over the cited art. 

Rejected claim 31 recites a composition having "between about 50 pg and 10 ng of 
contaminating human DNA per 1 x 10 12 viral particles." There is no evidence that this purity 
limitation is taught by either of the cited Huyghe references. Consequently, a proper prima facie 
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case has not been made. Claim 41 now has a similar limitation as claim 31. Also, claim 41 was 
not earlier rejected. The remaining rejected claims 34, 36, and 43 are dependent from claims 30 
or 41, both of whose elements are not taught, as discussed above. Consequently, the elements of 
claims 34, 36, and 43 are not taught as well. 

Therefore, the present claims are patentable over the Huyghe references. 

I. Claims 30-38 and 43 Are Not Obvious over Blanche et ah 

The Action rejects claims 30-38 and 43 as obvious over Blanche et al (WO 98/00524) 
("Blanche") {also U.S. Patent 6,485,958 ). Applicants respectfully request this rejection. 

Claim 39 was not rejected based on Blanche. Claim 39 recites a composition having 
"between about 1 ng and 50 ng of BSA per 1 x 10 12 viral particles." Rejected claim 30 recites a 
composition having "less than 50 ng of BSA per 1 x 10 12 viral particles." Therefore, claim 30 is 
similarly free of the prior art. 

Rejected claims 31-38 and 43 depend either from claim 30 or from claim 41. Claim 41 
has not been rejected. Because claim 30 is free from the prior art for the reason se forth in the 
previous paragraph, all of the pending claims should be free of Blanche. Applicants respectfully 
request this rejection be withdrawn. 

CONCLUSION 

Applicants believe that the foregoing remarks fully respond to all outstanding matters for 
this application. Applicants respectfully request that the rejections of all claims be withdrawn so 
they may pass to issuance. 

Should the Examiner desire to sustain any of the rejections discussed in relation to this 
Response, the courtesy of a telephonic conference between the Examiner, the Examiner's 
supervisor, and the undersigned attorney at 512-536-3081 is respectfully requested. 
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FULBRIGHT & JAWORSKI L.L.P. 
600 Congress Avenue, Suite 2400 
Austin, Texas 78701 
(512) 474-5201 
(512)536-4598 (facsimile) 



Respectfully submitted, 



Gma N. Shishima 
Reg. No. 45,104 
Attorney for Applicants 



Date: November 22, 2004 
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